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[0 0 0 1] 
[0 0 0 2] 

j^tf^Mmv. "tcom^mm-hmMmizmmiy^ ■^^izmmomm^mx' ^m-t 

itj-XM^mitLX\^^^. ::ti^^SB9iS»^d=-<3De>t.. i^lcp53i:i;iitiS^«i 

*^JC^oTfe»J, p53®#tg3^?gi:^ai:<Z)M^tt*^#^^lC|£S$nTVN-g> (Lev 
ineP,, 1997, Cell, 88#, 323-331M) c 
[0 0 0 3] 

2 ffi5Ei^¥ 10-3062512 
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mizm<m^^^mX-t^:^m. fj^lflZ-^i-fi^tl^ (DavisP,. 1996, Curr.Opin 
. Oncol., 8#, 499-508S) = r ® t.#lC(D(Z)l^lll&-eid:, MIR^. fip-b^Mfl&T' 

[0 0 0 4] 

, ffF^S©#'<T'lSf63S$:5^-tAFP (a -fetoprotein) »'e^CD:/D ^- ^ - (2 
Se>, 1995, MSS^^^*, 40#, 17#, 2613-2617H) > ^^>^-V©#< 

S>-:^--^»'£K^^(3D-:^n^-t?- (Vilee>, 1993, Cancer Res 
53#. 3860-64M) . ^« < T'l«^^$:at"rerbB2»'eK^® "^D 

(HarrisP>, 1994, Gene Ther., li^, 170-175M) . tif5iJ^^S(D# < "Z? 
iffl§3^S:5t-f"PSA (prostate specific antigen) ^MBi^(D-:fU=^—^— (Pang^ 
, 1995, Hum. Gene Ther., 6^, 1417-26S) i-JiUfimm-t ^^<Dmm\zmmf3 

- « r < -gPcO]IS{C ® i^^Mm "Tig y , ^ fc^T ©^ST' Zl®J:e>^^n^-^? 
[0 0 0 5] 

t.tz.. #<C^^T'^0#IBMS*^^fe^tlTV>Sp53«:=lSlC#Me?;^a^^^ 
^^^C^S;^•rS|^»=b;&$tlTV^So Sja43i^$tlfeBaliDainP>®i/X 
5^A*^fetf e>:n-& (BalmainP,, W097/12970 )„ ^ CDt/>(.'5^Att, BQ^r^^^S: 

#6^$-&^^n=e-^-i:bT r^jHia (fesv^^ip53<3[)^|g*«^^v^||l^JiS) 

3 ailiE#¥ 1 0 - 3 0 6 2 5 1 2 
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«HJia#MS^^«'e^li§3^*^»l#"^^^> i:bTV>-&„ b*^U^;J)^e>, <^#lcf2« 

§: rdoim-regulationj -TScDlC, K^J!^|^(D;^5^»y y^Sr^Pffl-r-S^m (^^l^ 
^l^vy-tj--, U3K-lf>fA, T>^-fe>>^) $:Mv^fez:i:^ca:^. i:#x.^>tiSo 

[0 0 0 6] 

$tlTV^S i^m^. 1997. HSIIIH *il^^t&3^^^il?til©ft. P49) „ Cre 

|§3lC!)>?.^ ^y^®0N/OFF*Wtb7?fe'5Zlil*^^^nTV>§ (Ki IbyP) ,1993, Trend 
s Genet., 9#,413-421M) o -felil b (Z)f§3^^lCS V^T li, Cre{C J: U B ^f^JJt^^- 

llglHIS#M6*>^AFP:;/'n^-^-®^IBTlcCre^^^$:|g^$-B:^n.n^y 

4 mSE^Rp^ 10-3062512 
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m^l^MAl^r^=J-—v ^:^^Mv^e>tlTV^S, z.ti^2-D<o=L—v h'kmMi^^X 

[0 0 0 7] 
[0 0 0 8] 

A.^^C[)2o(^=ga«;®I^J$:SBgbfcrL--/ hh$:f^$gb, ^.n^n-ZL-y h^mU 

^b^ii@e^jr^®Mm;i*^® r s fcib a^ja-e^-^b^:^^ bTM^^-(Di§^*^@^ 

i^tA\^i)K #^®«^S^*^#^Eb>&VNiNHBaT'lija«^m;^^^*^^3^-ti:i*^li^SB 

5 ffilE4t¥ 10-3062512 
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[0 0 0 9] 

lC«tt a^-t^-g^SrMVN grille J: »J, (^S«ItIS^^*"^#^ bfe 

|g T* S Zl M V ^ ^ b it. 
[0010] 

1. (1) #^®^^?H^®#=iSTT'#Krt-<5^n^-^f-i:M>^n^-^f-j^ 
IBTlc#^fc-tsmm;l^mS:=i- Ft--&*'£K^, (2) ^JSnTtg^tt^goa^^- 
i:m3fi'ei^Mi2lc#^'r<5miJlx.^^® 2o(Z)|i6^fB3«J (-(Bb, ^2o(D|gfi^iB 

, ^tt^fe®3ft^^i:m2o(Dli^©iH^JA^SBg$tlTv^s) i:$:^t--5'<^^-, 

2. ( 1 ) #^<D«^a^(D#:&TT'fNm'r&>^n^-^-i:^>^D^-3f-^ 
BBTlc#«tSMSI;l^^S:=i- Ft-2>«^d^il (2) ^3^-5rtg^«^<D»^^ 

( 1 ) IB^O^^^f-, 

3. ( 1 ) #^a)«¥H^©#^TT'>f^i&-r'5:/D^-^f-i:^:;^n^-^~^ 

•^S, (1) IB^cD'^^^St-, 

4. tti^®*^^*^, ^m;il#m<^>2o(Z)^^i^ffi3?!I^c$^JttlTv^-5. ( i ) sa 

i^^tiTVNS, (4) la^o^^'^-, 

6 ailiE#¥ 10-3062512 
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7. ;J/>«I^»^^*^p53»e^T'feS, (6) mm(D^^9~. 

9. ttscDae^-A^e^^^^rn- Kt--5«e^T'fes. (1) mm(D^^ 9 

11. ?t/>«iMa^^-*^p535i^^^T'fes, (10) mm.o^K^ ^ - , 

12. (1) - (1 1) \zmM(DK^ ^-(D\.^^t\,ii-ii^mK-^Mcm^mm. 

13. (1) ~ (1 1) tCfB«<D^^^f-S:>r>tf hDT^t^l^lC#A-rSZl 
[0011] 

[0 0 12] 
[0 0 13] 

7 miE«|t5p 1 0 - 3 0 6 2 5 1 2 




[0 0 14] 
[0015] 

3g^^'f£aJlil^l?^M*^M^tl<5WTl (HaberP). 1990. Cell, 61^, 1257-69 
M ; Underwood 1996, Blood, 87#, 2171-79M) ^ if Srffl V^-5> Zl i: oTIgT' 
fe-5o r^D^-^-j iibTlt, M^^«^^H^/^>^p53T'fetl^^. -^(TJ^SBT 

lC*>SWAFia^^ (El-DieryPj, 1993, Cell, 75#, 817-825S) ^bax^^^ ( 
MiyashitaP>, 1993, Cell, 80^, 293-299M) i-^EO^^M^^O^^W^- 9 =b 
b < liAXe<IlC-&fiK$tlfep53cDj^-a-=l>-fe>-y-Xie^J (El-Dlery^, 1992, Nat 
ure Genet., li^, 45-49M) S:-^tf :;^n ^ - ^ - ^^H^jb^WTl-efenii, 
^®3t@BTlCfeS^ >e/rL U >^^:gH^2M»'e^ (Nichols^,, 1995, Cancer 

Res., 55#, 4540-4543 M) ^ if <D::/n ^- -, b < tiAxe!ilc-^^$ 

8 aill#¥ 10-3062512 
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feWTl©Se-^=3>-fe>i^-:^@B^J (Nakagamae>, 1995, Mol. Cell. Biol., 155^, 14 
89-1498M) §:-^tf>^D ^-^-$:MVN€>3^*^nr|gT'feS„ ^ fe, ^^D^- 

y r-P(D^^XMMCTe(D^M.^^'P. MM (Saccharomyces cerevisiae) ©ffi 
glA^^FLP, (Zygosaccaromyces rouxii) ©M^^^^R^ if^^-g^*^ 

^If^tlS (Kilby^, 1993, Trends Genet., 9^, 413-421K) . * b < I*, 
37iCT'<Z)$Sil;^ic&^(7)^V\Cre(Z)M^^A^ffiVAP>tlS (Buchholzej, 1996, Nucle 
ic Acids Res., 24^, 4256-4262S) = 
[0 0 16] 

T'^So 0jgicii, &m^jtmm(Dmi^x'mtitj^mm^^^^^(D. m^it. Eia 

ift'B^(D:;^n^-^- (Zabner^, 1996, Gene Ther., 3^^, 458-465M) ^ "9" 
-r h;*^n^7>r ;i/:^(7):SJ^ae^(Z):/D^-^- (DoIIPj, 1996, Gene Ther., 
3#, 437-447K) - h U (Z) T ^ >it^^<Z):/n ^- -ic-9-'f h ^ 5?/ n 
'^^f ;i/X(Z)tJ»!a'B^CDai>/A>iJ--$:g^^LfcCAG^D/E-^Jf- (NiwaP,, 199 
1, Gene, 108^, 193-200K) :&^*^MV^ ^ IxSo SKllCjcoTli, 

mmm(Dmm(Dr^i^. i?^y^vrh^iyymi&^^ in^y^em^^ i986 

, Cancer Res. 46^, 4660-4664H) , ^7 >f ^ > 

-■^31^^ (Fields, 1983, Proc. Natl. Acad. Sci. USA, 80#, 4139-4143M 
) , :kmm^^iy hiyyy'rA^—^M^^ (MullenP,, 1992, Proc. Natl. Ac 
ad. Sci. USA, 89^, 33-37K) «i if® S^a^^^^M V% tl-g> . ^tz.. 

y, FLPT'*>tllMTgB3?llT'feU, RT'fetiliR-targetgg^J-e^-S (Kilbye>, 1993 
, Trends Genet., 9^, 413-421M) » m^X.®l^<D=^6<I@B^Jl±, noC7)|gS«HB 

9 ailE#¥ 10-3062512 
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[0 0 17] 

m^J^i£i:^m^^^%^i^i^r7^J^^)VX^^^- (Miyake^, 1996, Proc. Natl 
. Acad. Sci. USA, 93#, 1320-1324M ; Kanegae^, 1996, Acta Paediatr.Jpn 
, 38#, 182-188M) 'PlyhU^>()V:^^^^t- m^f^. 1995, MSM^^P 
^, 40^, 2508-2513H) . Ty^ J U^^^ ^ ^ - (^^P>. 1995, MS 

K^WtMM. 40^, 2532-2538M) , Zf'yy^^\^^^St— (Zerrouqi^, 1996, C 
ancer Gene Ther., 3^, 385-392S) & if 3 T&^'e^ -So :Ltl^\tmz 

[0018] 

mo^it^mmmit (Eckert^, 1996, Blood, 88#, 340 
7-3415H) ^<Dr=.&)(Dl&B^^m(D'Wmmm<Dmm<Dm^Ji}£iZ^ ex vivo-e(7)p53 

:^«i)S*HJia® 6*»^ii(C M v^ -5 zi i: *^T' ^ S o 

[0019] 

1 0 ffitiE#¥ 10-3062512 
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[0 0 2 0] 

1) pb3^^mm.=L-v h(Dmm 
1-1) v53f^^mm(Di^m (01) 

MI^S^BgllK Xhol, Smal, Asp718, <l:OfSphI(Z)fg^S^^[I$:-^t^-a•^:t U 
d'Jli' l/:^-^ KBSl (GATCTCTCGAGCCCGGGGGTACCGCATG : iB^J#-^l) feJ:tJf-^^:t 
U ^"5? i7 V-^^ FSBl (CGGTACCCCCGGGCTCGAGA : iB3^J#-^2) S:T4;KU 5? ^ P^T^ 

-S:•^t^■;^^X^ KpRL-SV40 (■:/n^5b**t, ^ffl) $:MI5B^^BglIIJ3 JcU^Sphl 

-giS^^i-^*^V^3.5kb(Dm;^ ?:#itbfc. BSlfe j: OtSBl S: T--;i/$ iir. 

^JC[)ig■^OD:&V^^□->$:^#^Lfco ZIOD:;^^::^ ^ KS: TpRLSVbj iL^-iV^tc. 
[0 0 2 1] 

p53p^iS^JS:-^tf-^fiK;r U t57 K53REF (TCGAGGGACTTGCCTGGACTTGCC 

TGTCGACG : gB3«J#-^3) fe<fct>*53RER (GTACCGTCGACAGGCAAGTCCAGGCAAGTCCC : MM 
##4) $:T47K 'J 5J^^ 1/31-5=- K^-^-^-^^Oiab, %^\Z^) l^m^-^H^Ltc. 
liS#$:T--;i/$-&fe= T--;i/g|«fe(Z)^^ttXhoIfcJ;yfAsp718(DS^ffiie3^J 

rpRLSVbj ®MIS^^XhoI-Asp718gP&|^lC^'a-:^>ybyco #ASB3«J 

rpRLSV-p53RElJ 

[0 0 2 2] 

rpRLSV-p53RElj $:SalIi3 J: t^Nhel (pRLSVb-;/'^ ^ ]^mzi:fymUM3^^ 

nmmi^,^.^m-t^s.ovh(Dmn^^mvr=.. ^r^. rpRLsv-p53REij srxhoi^ 

, rpRLSVbj (7)XhoI-Asp718g|$feKlC2nif-C[)p53|g|Stfe3^J^^"r<5y^:^^ K 

1 1 ttilE4f ^ 10-3062512 



$:M^bfc„ ZIW^^^^KS: rpRLSV-p53RE2j iL^-:5nr=.„ 
[0 0 2 3] 

rpRLSV-p53RE2j $:SalI J3 J: tJfNhel7?^(^ 2n \£ - (Op53UWmn t 

S:#^b^o ^fc> rpRLSV-p53RE2j SrXhoIfe i tKNhelT'-^I^L. 2=ltr-(Z)p53 
^MiH^JSr^-t-SO.SkbOf^^t&^^Lfec TpRLSYbj ©Xhol-As 

p718Spe^lC4zihr-©p53^>mi2^rj$:;ftS>^9>^^ KS:M$?L/:to Z-Ch^'yT. 
^ FS: rpRLSV-p53RE4j i:i&^ttfco 
[0 0 2 4] 

$e>{C. rpRLSV-p53RE4j $: Sail ^3 J; mhelT'-^IlT 43 tr-C[)p53^^Se^J 
2lT>tf 5>U ^Wli^^e^, fcitK:/^;^.^ K0[)^$g|§M.^,S:^-r'2>3.1kb(Z)^ 
>i$:#gtL/feo rpRLSV-p53RE4j $:XhoI^ iO^Nhel-e^S^L, 43tr-CDp 

53^^SE^rj§:;ft'S0.6kb©^;tS:#^b, M%$:3*^bfeo ^©^1^. TpRLSV 
bj ®SV40|oai^n=E-^-S5l$(Z)tt2^:/n^-^-®Ji«i (XhoI-AspTlsaP^IS 
) 83tf-©p53MII^@B3«JS:;ft--2> FSrMlSbfeo ZICO:/^^?.^ K$: TpR 

LSV-p53RE8j 

[00 2 5] 

1-2) 1^7-9-^/3 tf n ^ (^2) 

^I^^^XhoK Mlul, Pmel^^^fB^JSr-^tf-^fiKi^rUrfJl^ KRGF (TCC 

CTCGAGACGCGTGTTTAAACCAATGCCCTGGCTCACAAATACC : I2^rj#-^5) , fcit^^K^il 
Sail, Mscl, NheI(7)^^fH^J$:#tf-^^:ty ^ FRGR (TCCGTCGACTGGC 

CAGCTAGCGGCATATGTTGCCAAACTCTAAAC : iBa^J#-^6) S:^^>fV — }C, :;/"^X^Kp 

BI (^n^T^^tt, ^ffl) $:iiMlcb;/^PCR?:^f pBltfi(3Q^-9-^/3 if 

^^<Z)«K^?^^^feS:-^t^M^^ (0.25kb) #itbfec 

Sallfe J;tKXhoIT'-SJ©Tb, FpRLSV-p53RE8(Z)XhoI^^}C^ n-^-ffcbJfe 

^L. *^o|EM®^VN^r n->$:^^bfc„ zi®:;^^:^ ^ K5: rpRLSv-GAp5 
3RE8J 

[0 0 2 6] 

1 2 ailE#¥ 10-30 
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1-3) -r > h n n-->y (02) 

MlS^mXhoI, Mlul, EindUl(Dt^mm^]^^ti^^ytV :=i^ i7 Uyi-^ l^In? ( 
TCCCTCGAGACGCGTAAGCTTTATTGCGGTAGTTTATCA : @H^J##7) , ^ J: tJ^M^^^SacI 
, EagKOnmUM^^ti^m^tV Zl^^ Uy^^ ]^lnR (TCCGAGCTCCGGCCGAGTACTCT 
AGCCTTAAGAGCTGTA : @H3?rj##8) $:^9-rv-lC, 'f^T.^Wl-neo {zfU:^i^ 
*fc) S:^i^^CL^PCR$:fi^V^, pCI-neocfiODfc: h • ^-^f ^ni^>3ft'e^feJ;l>'H 

h • >rAy ^n:/i;>ae^©-f >hD>S:-^tfMJ^ (o.sskb) $:jt*iL, ^.m 

\.fzL. Zltl$:MPS^mSacISi:t5XhoIT'^»Tt, KpSP72 (2.4kb ; 

^A*?±) ©Sacl-Xhoiai5^raiC^n->^fc:Lfeo #ASB^J®*&Si2^JS:^^L/. 
^McOJ5;v^^^□->S!^#^L/feo rpsp-intj i:i&^i:)-fc„ 

[0 0 2 7] 

1-4) ^ i/m^ii^)\^'^y^MB.^(om'^m'^mMi.(Oi; u--y ^ (02) 

MPS^mSacI, PmlIO^^iB^J^'^tf'a-^:^ U^r5? ^ l/^r^ KPA2F (TCCGAGCT 
CCACGTGCTGTGCCTTCTAGTTGCCAGC : BB3?lI#-^9) . itJ^MI^S^BgllL Pmel, As 
cI(D^^g23^JS:-^t/-&fS;t U iT^f ^ UpT^^ KPA2R (TCCAGATCTGTTTAAACGGCGCGCCA 
AAGCCCCAAAAACAGGAAGA : eH^J#-^10) S:>''^>rv-, ^ FpRc/CMV (>r> 

If hn-i^'3i>t±, ^H) S:^M^CbfePCRS:^fTV^, pRc/CMVtp® ^7 ^/^^R^Jn;!/^ 

yyk^^(om'^mmw>&.^^tiW$, (o.skb) srftiifiu, #iiufco ziti^r^nfs 

#^SacI^ j;tFBglIIT'WflTL, KpSP72C^SacI-BglIiaSMlC^ D - > 

rpsp-pA2j iii&^t-j-fco 
CO 0 2 8] 

rpsp-pA2j ^mmmms^ciiQiimsni-^mmi,. ^iym.^-is)\y=^y^ABi^<D 

^^mi^U&.^iSti0.mi(DW\)^^^Mhf:L„ —15. rpsp-intj S:I1ID<MI55^ 
•^vX^KS: rpSP-InpA2j }l^'5nf:L. 

1 3 ifiliE4f ¥ 10-3062512 
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[0 0 2 9] 

rpRLSV-GAp53RE8j $:^J|^MMluIfe j: tJ^HindlllT'-^l!^ ^ if ^ ^7* □ 
^h(Dmtn^^M\^t^o ZinS: rpSP-IiipA2j (DMluI-Hindlllgp^^ (>r>hn> 
Tto rp53REIpAj li<7i?-^?/3 ^Dlf^a^^^^^^^SPfe (1) -p53^-^g|S& 

sfe (3) ©rL-^y h^^tfo (2) - (3) mizit. s-^ (Dmmmmumm^ (Eag 

I, SacL Pmll) S = 

[0 0 3 0] 
1-6) A (E2) 

l-6a) NLS -Cre^te^©«^^#A 

sv40S3f^®^^tf K (PKKKRKV) ic*fi;5t- SifeM^JilMI^^ 

^HindllK EagI®|gi§^fH^J$:-^tf'^^>r U rfjl ^ b:*-^ KCreF (TGAAAGCTTCGGC 
CGCCACCATGCCCAAGAAGAAGCGCAAGGTGTCCAATTTACTGACCGTACACCAA : SH^J#-^11) iS 
^t^mmmmSficKDW^mmm^'^ti^myir V zS^l ^ V^tr^ KCreR (TCCGAGCTCCTA 
ATCGCCATCTTCCAGCAGGCG : fB^rj#-^12) $:^^-fV-. :*:MffiBM25.8t5|; (TV- 
e/^A^t, ^ffl) J: y HS^bfeDNA^rilMlCbT, PCR$:^?ofeo BM25.8*fcliPl:7 
T-VCD^mm-^. Crea^^$:^^T'V^&e PCRifilliSifel^r^iS^, MIS^^Ea 
gISJ;t;SacIT^|llTL/, p53REIpA©EagI-SacI§p^|SlC^U-^>^bfec ifA 

p53RECrej h^-^Vyt^. 
[0 0 3 1] 
l-6b) LacZ^-e^OlfA 

pCMVbeta {^uy^^^t') $:^Rg^^NotI^ J:yfPstIT'^»T^, 3.5kb(ODNAE@T 

>^r&#iibfco n.mrx-k tpssreipaj (D^^smmz.^ u-:^y ^x^t^. mmm 

^ rp53RELZj i:^r5ltfc. 

[0 0 3 2] 



1 4 
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m^^r^.^ )V7.(Di^mit. m^mz^m^(0:^m (Miyake^j, 1996, Pr 
oc. Natl. Acad. Sci. USA, 93^, 1320-24M ; M^flCb, 7^>r :t vrLo-T^^i^ 

V -xA-A^^mA^^m ' mmm. 1994, 43-58K, ictieofc„ js^t 

[0 0 3 3] 

r^J'0>{)\^7. (Ad) 5M^/ A(Di5t$^:R*^e>Ei;5L0fE3MJgc^BS?<31kbC0AdD 
NA$:i$o42Eb(D=lX^ KpAdexlcw (MtXL^. 1994, 13#, 8-^, 757 

-763H) SwalT^-^WrL, )Vmik\ZT:W^\^f^. rp53RECrej ^feli 

rp53RELZj ^PmelT'-^f^L, p53^fe#(Z)Cre^ liLacZ^^^5g3^rL - h S:-^ 
t?TOjg«fe (^^2.9, 5.3kb) S:#|||Lfeo M#S:T4U ^-if J:-£>^^Ml^;iC 

(Z)«)t$:|S^, P53|fe#^3g:i- -/ CD 3,^161 (ElA, ElBfDfe^^iljS&^lal) 

iCifA^tlfc^gl^rr;^^ F$:#{^b:t„ rpAxYp53RECrej , t.fz.\X r 

pAxYp53RELZj ^i&t5t-j-fco 
[0 0 34] 

Ei:S.ytE3M^S::^^<T5^/'i7.f ;VX5M (Ad5 dlX*5ic) 0DDNA-5KSS§gaK 
^-^^ (DNA-TPC) ^^m^(J>-)3^ (MTXLh. 1994, /^-f ;*-vnrLT>n/i/ U - 
X4-a^?-^Ai:l6^ • ffflff^, 43-58K, #±tt) tCiUMSSbfeo Zltl^SlI 
|5Sj^^EcoT22IT'M^bb, o VNTy;i/^ittc J; UflJim^OiSLi^o 
[0 0 3 5] 

rpAxYp53RECrej ( ^ rpAxYp53RELZj ) i:EcoT22I?g>fbAd5 dlXDNA-TPC 
ir;i/7 3i^ h (:7 T^l/'v'i/Ttt, X'i73i-5=>) SrMv^T, 29 

3^J|gJC#Abfe= SB, h^>X:7aii7i/a>bfe2930JiS$:^ML, ^(DUm 
Wl. 33<l:U^10>|g^V^LlOO^#f^?K (293|DM?§?g[lCT#fl) S: 965^ >^ b - h JC 

15 miiE^f^ 1 0 - 3 0 6 2 5 1 2 
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, S6^<D^5^A^«SM$:nfci^ n-^Sr^^bfco "ttl^-^^^. rAxYp53RECre 
J , rAxYp53RELZj i:^-:5itfeo ^(D2?kO JV^WL^m^i^X. J;U#»©293M 

o sr^Jc't^'f ;i/x?KicovAT, («>rtn^, 1994, A^yir^=.=Lr)v 

t/v-xA-m^^mAnmrn'Mmm. 43-58M. ^rt^t) icj:*;. ^j^^m^ 

2) p53#S^Mmx. y ^7 >f /< ^ - (D^Sg 
2-1) p53cDNA(Z)i5^ n— — 

• Vf-7-;i/3i;i/^±, {Cj:^l2{i:^cDNA-a-^$:^fofco ^<7)cDNA?S-^«^§: 

^M, MRB^^XbaI(Z)M^iB^J^-^t?:^y ZTJI^ l/:^^ F • P53F (AGCTTCTAGACA 
GCCAGACTGCCTTCCGGGTCACTGC : SB^IJ#-^13) j;0M®^^XbaI(DfgigIE^JS:-^ 
tiyt U dr5? ^ 1/5*-^ K • P53R (GTTCTAGACCCCATGTAATAAAAGGTG : @B^J##14) S: 
:;^^>fV-i: LTPCR$:ffo:/co iifiPsMifel^r^PS^^XbalT'-^ElTb, p53(Z):t-:;^ 
>U-5^-f ^y^' l^-A^r-^tfDNAI^/t (1.7kb) $:#.s|lb, pBluescriptll SK(- 

F^ rpBS-p53j ili&^t-^fco 
[0 0 3 6] 

2-2) Miii;^ r y ^7 ^ - (Z) #ig 

rpBS-p53j ^Hhzixmmi^. ?5Scmk^^tim}i^M^mL. M^^^^MzT^ 
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i^^^t)^ ^ ElJkZfEZm^ ^ < SlkbCD AdDNA, i t^CAG":;^ n ^ - ^ - • ^^JS^^ 
Mi|c$:i*o44KbcD=l^^ FpAdexlCA im^K^. 1994, ^HJiSX^, 13#, 8-^, 7 
57-763M) SwalT'-^I^L/, ;i/|tigJCT)iiia 
[0 0 3 7] 

z:ne>p53cDNA, KM»T>^-$:MV^T, 1-7) hl^«llC LTMSI;^n>?. ^ K 

^i^rnvr^io rtlS: rpAxCAYp53j h^-^^^t:^, Zltl$:MV^T, 1-7) igtclSL;/^ 

:&^T% cAG>^n^-^f — v^z^^^-m.'^mmmm^^tim^xr'r J ^ ^ 

Srf^igLfcc :me>iim;lT7'7':7W';i/X^ TAxCAYpSSj ili&^li-feo 
3) Viii--$i-PSr'rJ JVT.^^ ^-(Dmm 
3-1) CMVx>y^>-9— /::^D^-^-C3D^D-n>y (03) 
MI5S#mAsp718, AscI, Seal, FseI(Z)^iili2^J5:-g-tf-^^:t U df^l ^ l/^T^^ K 
• CMF (TCAGGTACCGGCGCGCCAGTACTGGCCGGCCCGTTACATAACTTACGGTAAATGG : M^i^-^ 
15) feJ;OTJI5S^I^EcoRI©^miB^J$!-^tf-^^:rU zS^^Vyt^ K • CMR (TCCG 
AATTCGTACAATTCCGCAGCTTTTAGAGC : Ig3?rj#-^16) ^-f^^f^-iZ. :/v>^^FpCM 
Vbeta (^n>5^^^t, 3KH) 5:^MlC UfcPCR^r^TVN, pCMVbeta<Z)n:>7\>-9-- 

(Z):n>/\>if-i:yD^-3f-+SV40^7>f >^;i/©>r > hn> ; 0.8kb) SrifipgL, 

mmLT^o mm}i^mmmksp7i8^j:mcouvmm^. pBiuescriptn sk(-) 

Zf^T.^ F Fv^i^'->tt) (DAsp718-EcoRlSPfer4{C^^ D-:^>'t^*bfcc # 

rpBS-CMVj i:^-:5l-t;t„ 
[0 0 3 8] 

3-2) SM0^>( ji:;k^mM^^^^m'^mm(Di7U--yif (03) 

^I^^^SacII, Sse8387I®^iJiB^J$:-^tf-^^;r U 5? ^ U^t^ F • PA3F (T 
TGCCGCGGCCTGCAGGCAGACATGATAAGATACATTGATG : gHa«J#-^17) ,k tJ^^I^^^SacI 
, Seal, AscI®ig^gB^JS:-grti-^^>^-U dr5{ ^ 5^ F • PA3R (TCCGAGCTCAGTAC 
TGGCGCGCCAAAAAACCTCCCACACCTCCCCCT : @g3?ll## 18) ^-f^^C^-K. Zf^^^^ 
F rpCMVbetaj SrlUMlC bfcPCR$:^f V^, TpCMYbetaj tfi®SV40':7 -f ^iijg 
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^"f-^^m'^mm (o.2kb) ^itipiL, mmvr=.o mmj^^Mmmms^iciis^xj^s 

acII"e-f3J»T^, pBluescriptll SK(-)(Z)SacI-SacII^fi^lC^ D ^''bfco 

$: rpBS-pA3j t^rSVftc, 
[0 0 3 9] 

3-3) lox?mm(D^^t^U--y^ (S3) 

loxPIS^[Ii:S!ll^^^EcoRL Smal, }ioU(0^mmm^^ti^^:t V ^ U:^ 
^ KLIF (AATTCATAACTTCGTATAGCATACATTATACGAAGTTATCCCGGGGC : gE^J#-^19) ^3 
J: U^LIR (GGCCGCCCCGGGATAAGTTCGTATAATGTATGCTATACGAAGTTATG : fH^J##20) $: 

#$:T — pBS-CMVCDEcoRI-Notlgp^^lC^r n-- >^bfco #A 

FS: TpBS-CMVLj il^^J-^fco 
[0 0 4 0] 

loxPie^rjii^lSg^^Notl, Sail, Spel, Sse8387I<D^mSe3?aS:-^tJ-^^ 
>rU rf5?i5^ KL2F (GGCCGCGTCGACATAACTTCGTATAGCATACATTATACGAAGTTATACT 

AGTGCTGCA : fB^J#-t21) feicO^LBR (GGACTAGTATAAGTTCGTATAATGTATGCTATACGAAG 
TTATGTCGACGC : BB3«J#-^22) |sI^{CT4/i< U 5t ^ U^T^ F^-^-if ^^^S b> T 
— rpBS-PA3j (Z)Sse8387I-NotI^^ratC^7 n-n>^*bfe. #A 

FS: rpBS-LpA3j >li(x^\'^fz.. 
[0 0 4 1] 

3-4) l/^-^-^^My^x^F-^^^-c^f^Sg (S3) 
TpBS-CMVLj $:^J|S^^Asp718j3J:t)^NotIT'^iT^> CMV:;/'n ^- ^ -gPtJ^fe 
J:tJfloxPSS3fU^-g-tJ0.9kb<^|!^;t$:#itbfc= TpBS-LPASj ^Asp718^j; 

t)fNotIT-^»Tb, loxPgS^J, SV40it7^;i/7.^il»^^^¥^^fll|Sc. ^SitJt^^ 
F®^8gg|$&MJict^^v-:?!j-?:-g-tf3.2kb(Dm>T-S:#ltb;tc ^eiT;i5b'5 
F^^Hb, rpBS-GLLAj iL^'5\if=.. FttCM 
vx>7\>iJ--/^n=E-^— / SV40 ^ > F n > <D i oxp-sv40 ^7 ^ 
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I (*;tliXmaI) , NotK ^ j: t?Sal KD^^ge^J^^SBS V^So 
[0 0 4 2] 

3-5) K-^ • :?!/^^ hi>^--fe*^^^^-^tf l/JK-^-^^^-C^-f^lS (03 

) 

F TpCNVbetaj §:MIS^^SmaI, NotI, ^3 J:tJ^PstI-e-KI^^, -^BM 
TpBS-CLLAj (DSmal-Notl^^raiC^ n -n>^b:t„ ZIG):/-^:^ ^ F$r TpLoxL 

zj i:i&t5i-t7to 

[0 0 4 3] 

3-6) - ^->^-■^«e^^lG418W'ffia'e^^$:#§3^t-S■;/•^>^^ 

K®#$S (03) 

:^J©m®^-^ (LacZ) 5ie^i:G418Wffi (Neo) m^"}- 
[0 0 4 4] 

^(Df^l^. pLoxLZ(Dl|2 (3' M) <Z)loxP@B3?lIi:K^;^*gMl^i:(D^lClRES (In 

ternal Ribosome Entry Site) iE^JlC^^L;tG418ffi'l451'e^S:if AL:/co IRES 

[0 0 4 5] 

MPS^^Spel, ^spm(bUmmm-^^ti^m:tV ^ K • NeF (TCCACT 

AGTTCATGATTGAACAAGATGGATTGCAC : ga3^J#-t23) j3 J: U^^JRS^^EcoRI, Sse8387I 
, BamHIfiD^^iaa^U^r-^tf-^^rt U 5? ^ K • NeR (TTCCGAATTCCCTGCAGGGG 

ATCCTCAGAAGAACTCGTCAAGAAGGCG : iB3^JS#24) SrT/^^fV-lC, y''^::^^ KpCI- 
neo {.-fXli^m^. ^H) ^^^^i:-r<5>PCR$:^?VN, pCI-neocfi(DG418Mffiae^ 

(0.8 kb) ^rifiPib, ^^bfc. ^t^>^rS:MIS^^SpeI^J;UfEcoRIT'^6lTit, P 
Bluescriptll SK(-)OSpeI-EcoRIg|J^r^{C-57 n #AB23^J<^J^SiB 
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[0 0 4 6] 

^fe, mmmms?el<DUnmm^^ti^^:tV^^^ U:^^ K • IRF CTCCACTA 
GTGTTATTTTCCACCATATTGCCGTC : iB3'lI##25) J: tJ^^JRSS^BamHI, Ncol®^^ 
m^^l^-^ti^P^y^ V rl5? l/^r^ K • IRR (TCAGGATCCCCATGGCCATGGTATTATCATCGT 
: @H^J#-t26) $:^^>f ^ KpCITE-2(a) ytj^ai^tfc. ^ffl) S: 

^Mi:■r'5PCRS:f^V^, pCITE-2(a) tfioiRESMl^ (0.5 kb) ^rJtipib, ^illU:^ 
= ^SlT;Tr5:WIS^^SpeIJ3<J;t;BamHI-e^l^^, pBluescriptll SK(-)(Z)SpeI-Bam 

>5:^«^bfco Z:(Z)^^>?.^ K§: TpBS-IRESj H^^nt^. 
[0 0 4 7] 

TpBS-IRESj ^mmmmSpel^^mcolX-mi^. IRESMl^S:-^tf0.5kb(Z)WT 
n^^Mlyt=.o ZL(Df^}^^ rpBS-Neoj COSpel-BspHIgP^IS (G418W'|t«^^(Z)5 
'5|53glC(£M) lC^rn-:^>^b, IRESMl^®3'^aSgtCG418W'|£»^^*^3SSg$ 
tlfc-;/"^>?.^ FSrf^SgUfeo ZLOD^^X^ F$: TpBS-IRNeoj ilife^ttfe, 
[0 0 4 8] 

r^^ClC, rpBS-IRNeoj §:^J|S^^SpeIfej:t?Sse8387IT'^»Tb, IRESMJ^^SJ: 
Z)^GA18m^M^^^^tiO.Skh<Dm}it^m^mV. pLoxLZ(DSpeI-Sse8387iaS^IS ( 

rpLoxLZiRNeoj t.^':5V)r=.o Kli 
, CMVx>/N>-b--/:f n^-^-/sv40>r ;y hn>M^-ioxP-Lacz-ioxp-iRES- 

[0 0 4 9] 

3-7) }]yi/'7jL^-^m.^^^^tiU^-'-$l-^i7^-<Di^m 

^^X^ KpGEM-luc i-:fU^m±. ^H) $:^l^l#^NotK JS^t^SallT'^t^ 

;}x^;i/C!);i/i/7at^--ea^^$:'g-tfl.7kb(DllT>i SrmUbfeo C!1(Z)»t;i$: 
TpBS-CLLAj ©Notl-SallgpfairaiC:?^ n- — ZLtD":^^ X ^ K S: TpLoxl 
ucj ^i&-^l-Jfco 
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[0 0 5 0] 

3-8) u:^-n-mr^y )V7.K^^-(Dmm 

TpLoxLZj , ttcii rpLoxlucj ^UmBMSculX^mmV. CNVai>7\>-tf-/ 
>''D^-^5f-/SV40>r > hD>MJ^-loxP-LacZ ( * fcl±;i/ 5>-7 ^ - if ^-fe^-) 
-loxP-IRES-Neo-SV40'^7>f ;i/X^»|»^^^^M^MJ^S:-^tf4.6kb, *fcli2.7k 
h(Dmm)^i:S^mVt^. Z.<Dm)i^. 1-7) lCgBL;'^:;&^T'pAdexlcw<7)SwaIg|J^ 
lC#Ab, ffiilx.=l>^.^ K$:#:t„ Z14X^>$: TpAxYCMLLZj , ^fel± TpAxYCMLlu 
cj iii&^l-Jifeo 34^$:fflv^T, 1-7) lclHbfe^?£T% ±15:3.- -/ h Sr-g-t^Mm 

^T5='>":7>f z:tie>Mm;trT'>' '?>r taxycmllzj , t. 

fett TAxYCMLlucj ii^r^ntcL. 
[0 0 5 1] 

p53$:^Si-St h(Z)#^Mft3f$(D$WflSSaos2 (nCC^A/^^y • T> K - A>r 
>^U K--^X, msm. 1994, 282M, T :^ V ij y ' ^ ^ ' ^JV^^- - ziV^ 
i/my) IC, CMVx>/\>-9--/:;/'n^-^-/SV40>r> h^>M^i-loxP-LacZ- 
loxP-IRES-Neo-SV40':; >f jvy^^mM^^^^m^m^tf^ b rL- >y h ®#a?: 

[0 0 5 2] 

y^^^ F rpLoxLZIRNeoj SrMIS^^Bsal (±ia:3.n-; h jeil^a)MJ^S:-t?jm 

) T'WilTb, Dt^^^icbfco o.4cmiiii<Dy->/^;i/-9— h (^t-T^r^^y 

Ktt, ^ffl) IC, K-PBSA^V :7T- (S^pC^J, 7l>f>fv:rrLT;Vi/y-X4-^e 
^#Ai:l§3^ • fi?«f«S, 1994. 23-28M, ^±^t) lC|§gMLfcSaos2Jl^?K (1 x 
10*^ cells/ ml) 0.4 ml, J: U^Bsal^flT TpLoxLZIRNeoj 0.01 mgS:Atl> 

O^^yir^y K^t) {CJ;V250 V, 0.95 mF\)<DAji:7.^ti'Vf^o ^ 
©^5^^mtC^% (V-/n^5A + 15% S^-ff^M) 9ml$:jD^, 371CT'^«bfc 
o 3H^, ^HJiS^: h 'J -/i/^^aiC j: yG418^0.8 mg/ml-^tJ^^lC^^L, 10cm 

ilb, G418 S:0.4 mg/ml-g-tJO.4 aKD^mzmMLX. 487^:©^ I/- Atb, 
r(Dj;e)3&G418il&tt^a->(DV^<03b^^C0V^T^ X-gal^^^?: 

2 1 ailE#¥ 10-3062512 
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ifTV>, LacZ®#§3^<Z)^^aF*^n->$:^^bfco r tl e>G418W't^A^■:^LacZ (+) 
® ^ □ - >(DV^ < o:;b^^C-^ V^T>!f y ADNA$:MMb, jg^^MRS^^T^^L, 

y^VXSit, iSSHJia^fcy OtfArL- ^y bfS:S:ti^bfe<. #A 

[0 0 5 3] 

[^i6feM3]|§3Ki^Jii 

y • T> K • /N>f K-VX,|g8JS,1994,282M,T^ U :!?J> • ^ -f ^ • 

^- • nu^iyny) h^jifV^t^V^ x 10^ ^ISfllSbfeetr::;/'!/- h fc>tt L 

, rAxYp53RELZj , ^^X^ TAxCAYpBSj $:^|B(Z)MOI (multiplicity of infecti 
on) T'^^^-Br^co M>rti:e>(Z)^^ (/"^^T :t T^V 'J - X4- 

^>£^^#Ai:|§3^ • «P?lf^. 1994, 43-58S> ^±*t) lC«£ofeo SH^lZ^^M 

[0 0 54] 



[^1] 



AxCAYp53 AkYp53RELZ p;^74^ hS^^— tf 
(MOD (MOD (mJUfa/uGi) 



2 
3 
4 



1 (p53-) 



0 
0 
10 
10 



0 

100 

o 

100 



234611 



0 

12 
0 



5 Hs68 (BSa+) 



6 
7 
8 



0 
0 
10 
10 



0 

100 
0 

100 



0 

347741 
0 

452385 



f^^EttpsscD ^i^-ep53fe#^ n ^ - ^ - ^"^-[-^ izmM-^ti ^Z-H ■^t\.t^o 
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2) p53fe#(Z)#§3^ffli^j ; mmm 

fjmmo)^ J 2^Kmx-^tit^p53^mmm rAsaj . taxcaypssj , ^^tj^ taxyp 

53RELZJ $:^V>T, p53|^#CDLacZ^^(D«If!l5:^f* Lifeo tff H iCASaS: -^7 x;i/^ 
[0 0 5 5] 

[*2] 

No IDU& AxCAYp53 AxYp53RELZ pjEf^i^ If 



(MOD (MOD (ratio) 

1 ABa 0 0 1 

2 0 100 0.91 

3 ABa 30 0 1 

4 30 100 0.17 



ZOMMVit. p53-(Dil^Kit rAxYp53RELZj lC<fc SlS^^WMliBbtl^VN*^ 
, p53$:f|^$-&fe^-^lCli rAxYp53RELZj J:-2>^3^^P^A'5|i^$tlfcc 
3) p53|fi;#©^^«lM ; Wffi^2 

CMV::^D^-:5f loxP-LacZ^-fe^ :7 ai^ - if ^^^) -loxP-te 

^m:^^t/^i-)Vi}^hrJt^=L-v h^^tim^^Ty'^f ^ ^ ( TAxYCMLLZj , 
TAxYCMLlucj ) , rAxCAYp53j , JScfct/ rAxYp53RECrej $:mv^T, p53 
^K^CDLacZ^^^WlMSr^f^bfeo Iff H lCSaos25: -^7 ai;V^fe U 4 x lO^MflSiSa 
Lfe65F^:-/l/- hlC^i^L/, TAxCAYpSSj feJct)^ rAxYp53RECrej $:®3H(Z)M0I7?^ 
^S-grfeo ^CDSH, TAxYCMLLZj , ttzilt TAxYCMLlucj 

[0 0 5 6] 

[^3] 
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No IBS 


AxYCHLLZ 


AxCAYp53 


AxYp53RECre 






CMCH) 


(MOD 


QAOD 


(ratio) 


1 Sac3s2 


10 


0 


0 


1 


2 


10 


0 


100 


1.47 


3 Saos2 


10 


10 


0 


1 


4 


10 


10 


100 


0.09 



[0 0 5 7] 

No m& AxYCMLluc AxCAYp53 AxYp53RECre jVi^-psi^-^ 
CMOO (MOD (MOD (ratio) 

1 Saos2 3 0 0 1 

2 3 0 100 0.94 

3 Saos2 3 10 0 1 

4 3 10 100 0.12 

2)iimmK. i(D|imST'lip53-(Di:^lCtt rAxypSSRECrej IC * ^ IgJ^JPM 1* 
M.^tl«;V^A^ p53$:|63^$-ti:^^-^lCtt rAxYp53RECrej IC J: 

4) p5s^^<D^mnm ; #fiff^3 

CMV ::/■ n ^ - ^ 1 oxP-LacZit-e^- 1 oxP-^i^^Sg i/^''±)Vf}^^fjt^=L=.y h 

^r-^M^jtTT^y^^f fe<fct>*#^p53+ (Hs68, IMR90(li hfli|fft5fe^fla;A 

TCC-fe;i/^-r > • T> F • ^'N-f :/U F-vX,l|8JS,l994,lO0K,T;^ U:*> • ^ 
>f:^ • • n ^fcii-^liS (saos2. J82(b: hflBlM^SS5f5; 

ATCC-fe;i/^'f > • r>K • >'^-r■:/U K-VX,||8;S,1994,239K,T^ Vijy • ^ 
-f • • n l/^r >>3 ») $:MVNT, P531C J: ^LacZfg^^^ffll^JS:^!* 

l/-hKML. rAxYp53RECrej ^r^Sa^MOIT'^^Sitito ^®S0, TAxYCML 
[0 0 5 8] 

2 4 mSE#¥ 10-30 
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No m& 


AxYCMLLZ 


AxYp53RECre 






(MOD 


CMOO 


(laUo) 


1 S«or2 (p53-) 


3 


0 


1 


2 


3 


100 


1.31 


3 J82 (p53-) 


3 


0 


1 


4 


3 


100 


0.59 


5 Hs68 (p53+) 


3 


0 


1 


6 


3 


100 


0.091 


7 IMR90 (p53+) 


3 


0 


1 


8 


3 


100 


0.006 



p53^MIHJBS'e^-5>Saos2. J82'eii TAxYpSSRECrej iZ^^^mi^Uii.l3.t.A>i£ 
M-^jtl^VATb^ p53^3^MJBST'feSHs68, IMR90-eii, TAxYpSSRECrej JCJ:SM 

[0 0 5 9] 

□ ^-^f-^iHTtc#:fci-S^ilx.^^S:n- F-rsm^d^i: (2) Ig^^ollg^ 

[0 0 6 0] 

'VM^^^m(Dm^^^'^-^^> Balniaine>(Z)i/;^-ri:^ (Bal«iainP>, W097/12970 

mm^t/yt.'r-l^ r:;t,>f ,y^0FFi/;?.5^Aj $:fflV^TV^^fc«), ±m(D^m^O) T 
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7.^ v^o}iiy7.'r2^} i^m^. 1997. m3mB:^m^^^m^^m^m^m. p 
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[0 0 6 1] 

mm^'. 1 

mm(D-R^: 28 

mm(Dm: mm 

GATCTCTCGA GCCCGGGGGT ACCGCATG 28 

mm^^ : 2 

mm(D^^'. 20 
mm 

CGGTACCCCC GGGCTCGAGA 20 

rn^rn^ : 3 

iB^J<©SS : 32 

m9mm^: m(omm -^^kdna 
mm 

TCGAGGGACT TGCCTGGACT TGCCTGTCGA CG 32 
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4 

m^lO^^ : 32 

mmom : mm 

GTACCGTCGA CAGGCAAGTC CAGGCAAGTC CO 32 

iB^J#-^ : 5 
m^](D-m^ : 46 
SE^J®M : mWt 

TCCCTCGAGA CGCGTGTTTA AACCAATGCC CTGGCTCACA AATACC 46 

IB^J#-^ : 6 
mmO^^ : 45 

mmom-. mm 
mm 

TCCGTCGACT GGGCAGCTAG CGGCATATGT TGCCAAACTC TAAAC 45 

ffi^J#-^ : 7 
iB^J<Z>S$ : 39 

2 8 ttjtl#^ 10-3062512 
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BH^j(Z)M : mm 

TCCCTCGAGA CGCGTAAGCT TTATTGCGGT AGTTTATCA 39 

BH^!J#-^ : 8 
mncD^-^ : 39 

: mm 

mm 

TCCGAGCTCC GGCCGAGTAG TCTAGCCTTA AGAGCTGTA 39 

@B^J#-^ : 9 
mm<DJ^^ : 36 

mm(Dm: mm 

TCCGAGCTCC ACGTGCTGTG CCTTCTAGTT GCCAGC 36 
SB^J#-^: 10 

iB3ni®s: mm 



2 9 
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TCCAGATCTG TTTAAACGGC GCGCCAAAGC CCCAAAAACA GGAAGA 



46 



Se^J©;RS : 68 
mom : 

momm ^^dna 

mm 

TGAAAGCTTC GGCCGCCACC ATGCCCAAGA AGAAGGGCAA GGTGTCCAAT TTACTGACCG 60 
TACACCAA 68 

@2^J#-§- : 12 
BS3^J<Z);R$ : 33 

TCCGAGCTCC TAATCGCCAT CTTCCAGCAG GCG 33 

Be^J#-^: 13 
mncy^^ : 37 

mmom : mm 
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AGCTTCTAGA CAGCCAGACT GCCTTCCGGG TCACTGC 



37 



mmcDM-^ : 27 
SE^J(Z)M: 

GTTCTAGACC CCATGTAATA AAAGGTG 



27 



IB^J##: 15 
i23^J(Z)«$ : 55 

TCAGGTACCG GCGCGCCAGT ACTGGCCGGC CCGTTACATA ACTTACGGTA AATGG 



55 



mm^^ : 16 
mn(D^-^ : 33 

mn(Dm : mm 

mCDWi : 1*^ 



3 1 
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TCCGAATTCG TACAATTCCG CAGCTTTTAG AGC 

iB^U#-^ : 17 
iB^JCO:RS : 41 

m(Dm : 1*^ 

TTGCCGCGGC CTGCAGGCAG ACATGATAAG ATACATTGAT G 

BB^J##: 18 
mn<D-^-^ : 47 

mmcDM : mm 

TCCGAGCTCA GTACTGGCGC GCCAAAAAAC CTCCCACACC TCCCCCT 

SB^J## : 19 
mn<Dn-^ : 47 

mmoym: mm 
m<Dm : 1*^ 

mm 

AATTCATAAC TTCGTATAGC ATACATTATA CGAAGTTATC CCGGGGC 
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I5^J#^ : 20 
BS^J®S^ : 47 

m^KDmi mm 

GGCCGCCCCG GGATAACTTC GTATAATGTA TGCTATACGA AGTTATG 47 

mnm^'. 21 

: 58 

@H^j©M : mm 
m(Dm: 

mm 

GGCCGCGTCG ACATAACTTC GTATAGCATA CATTATACGA AGTTATACTA GTCCTGCA 58 

m^m^: 22 
mm(D^^ : 50 

mm(Dm: mm 

mn(D^m'. mo)mm ^mmk 
mm 

GGACTAGTAT AACTTCGTAT AATGTATGCT ATACGAAGTT ATGTCGACGC 50 

SB^J#-^: 23 
mm<D^^ : 35 
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mm(Dm mm 
mm 

TCCACTAGTT CATGATTGAA CAAGATGGAT TGCAC 

mm^-^ : 24 
gH3^JCZ)«$ : 48 

mmcDm mm 
mom : 

mmo)mw ^omm -^^dna 
mm 

ttccgaattc cctgcagggg atcctcagaa gaactcgtca agaaggcg 

mmm^ : 25 

mm(7>^-^ : 33 

ie^j<z)M : mm 

mmo)^n: ^o>mm -^b^dna 

TCCACTAGTG TTATTTTCCA CCATATTGCC GTC 

mmm^ : 26 
mmo>^-^ : 33 

mmomi mm 
mom : 1*^ 
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mm 

TCAGGATCCC CATGGCCATG GTATTATCAT CGT 33 

mi] 

[02] 
[03] 
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[01] 



mm 



»«™ Sphl 



PRL-SV40 



pRLSVb 



Bgmv 

pRLSVb-p53RE1 — ^ 



pRLSVb-p53RE2 



pRLSVb-p53RE4— 



BgUK. 

pRLSVb-p53RE8 — ^ 




Xhol 



Asp718 



1 
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[®2] 




2 
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[03] 



pCMV3 
^PCR 



pCMVp 
^PCR 



Seal 



pBS-CMV 




SacH SSC8387I 

pBS-pA3 



Asp7i 




pCrrE-2(a) 

|PCR 

IRES 



pCI-neo 

^PCR 



Noa 



S$e8387I 



pBS-CLLA 



Ncol 

pBS-IRES 



pCMVp 




Aap7li 




BspHI S8C8387I 

pBS-Neo 



•SI 



Neo 



Sse8387I 

pBS-IRNeo 



San 

pLoxLZIRNeo 
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mm: 
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595155107 

< itb25#i i-^ 

100102978 

nm^±mwm«j i - 1 - 1 mm-D < iti^jv e 
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fti M A 



[595155107] 
1 . MM^n 0 1995^11^ 10 

^ m ^i^«t3<l»li^^lTB2 5#1 l-i- 



ffill^¥ 1 0-3062512 



THIS PAGE BLANK ^jsnt^ 



